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Applicants' election of Group II subject matter without traverse in paper 
filed 1/20/06 is acknowledged. However, the restriction set forth in the previous 
action has been modified as set forth below for several reasons. Applicants' elected 
species falls not only within Group II but also V since subject matter of V is also 
included within claims of Group II. Additionally, the current examiner notes the 
presence of bicyclic ring systems in the "X" ring as well as varying sizes based on 
"p" as well as simple and complex compositions all included within V despite the 
dependency of these claims on all previous claims. 

I. Claims 1-9, 12 and 15 drawn to compounds and simple compositions where 
X=C, p=l and "X" ring is not further fused (i.e. with alkylene or alkenylene 
bridges). 

II. Claims 1-12 and 15 drawn to compounds and simple compositions where X=N, 
p=l and Y(A)(B) is directly attached to said N and Q= pyrrolidine or piperidine 
either unsubstituted or further substituted and "X" ring is not further fused. 

III. Claims 1-9,12 and 15 drawn to compounds and simple compositions where 
p=l and X=N or N(R 2 ) and not further fused but not provided for by II- eg. 
various other Q rings when X=N and Y(A)(B) is directly attached to N or X=N(R 2 ) 
with varying Q choices. 
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IV. Claims 1-9, 12 and 15 drawn to compounds and simple compositions where 
X=0, p=l and "X" ring is not further fused. 

V. Claims 1-9, 12 and 15 drawn to compounds and simple compositions where 
X=S, p=l and "X" ring is not further fused. 

VI. Claims 1-9, 12 and 15 drawn to other compounds and simple compositions 
not provided for by I-V, for example cores with varying X and p as 0 or 2 or p=l 
rings that are further fused by way of alkylene, alkenylene bridges. 

VII. Claims 13,14 and 16 drawn to complex compositions employing compounds 
of I-VI in combination with a variety of different types of neurotrophic factor as 
co-ingredients. 

VIII. Claims 17-25 drawn to multiple uses employing compounds of I-VI. 

If applicants intend to pursue nonelected subject matter in one or more 
divisional cases the following would apply. If I, III- VI were elected based on 
species elected further restriction may be required at Y(A)(B) and Q as well as 
selection of a single core for VI. If VII were elected a particular compound group 
must be elected and an ultimate species pair as the active ingredients. If VIII were 
elected applicants must pick a single use and compound group (with further 
restriction as indicated above). 
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The above restriction is justified based on the multitude of cores present 
since X can vary as well as size of ring from 5- to 7-membered. In addition there is 
no fixed structural fragment that never varies except for the C(O) link. 
Consequently, a preliminary search for just the piperazine ring with varying Q and 
Y(A)(B) choices would not run to completion. When modified to Y(A)(B) where 
Y is a single carbon atom and one of A or B is an aromatic carbocycle, an answer 
set of >_1248 is projected. When further modified to represent elected species, that 
is, both A and B being an aromatic carbocycle, > 400 answers were generated. 

Additionally, exacerbating a search on the entire claims is the presence of 
various cores which are separately classified and within a particular core there are 
potentially many different subclasses to search based not only on "Q" which is 
extensive but also on "Ar" rings which are virtually nonlimiting. 

Subject matter in VII would raise different issues of patentability than that in 
I-VI since compounds/ compositions in I- VI that might be suggested by the art for 
a specific use would not necessarily render VII obvious in view of the many 
multiple combinations that are embraced which require independent searches and 
which are not art-recognized equivalents in the art. Additionally, VII would raise 
different issues of patentability as additional consideration for compliance with 35 
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USC 1 12, most notably the question of sufficiency of dosage regimens that are 
commensurate in scope with all pairs of active ingredients apparently embraced for 
a variety of neurological disorders. The multiple uses in VIII warrant restriction 
based on the very least that such separate grouping is in compliance with MPEP 
806.05(h). 

The examiner has required restriction between product and process claims. 
Where applicant elects claims directed to the product, and the product claims are 
subsequently found allowable, withdrawn process claims that depend from or 
otherwise require all the limitations of the allowable product claim will be 
considered for rejoinder. All claims directed a nonelected process invention must 
require all the limitations of an allowable product claim for that process invention 
to be rejoined. 

In the event of rejoinder, the requirement for restriction between the product 
claims and the rejoined process claims will be withdrawn, and the rejoined process 
claims will be fully examined for patentability in accordance with 37 CFR 1.104. 
Thus, to be allowable, the rejoined claims must meet all criteria for patentability 
including the requirements of 35 U.S.C. 101, 102, 103 and 1 12. Until all claims to 
the elected product are found allowable, an otherwise proper restriction 
requirement between product claims and process claims may be maintained. 
Withdrawn process claims that are not commensurate in scope with an allowable 
product claim will not be rejoined. See MPEP § 821.04(b). Additionally, in order 
to retain the right to rejoinder in accordance with the above policy, applicant is 
advised that the process claims should be amended during prosecution to require 
the limitations of the product claims. Failure to do so may result in a loss of the 
right to rejoinder. Further, note that the prohibition against double patenting 
rejections of 35 U.S.C. 121 does not apply where the restriction requirement is 
withdrawn by the examiner before the patent issues. See MPEP § 804.01. 

Applicants' elected species falls within Group II. Applicants are advised 
that claims 1-9,12 and 15 will only be examined with respect to the elected 
invention. 
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The abstract of the disclosure is objected to because it does not particularly 
convey a structural formula to which the invention is directed. Correction is 
required. See MPEP § 608.01(b). 

Claims 1-9,12 and 15 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. 

1 . Oxo (=0) as a choice for aromatic rings in Ar makes no sense since valency 
requirements for carbon in aromatic ring are exceeded. 

2. In the list of optional substituents for "Ar", -(R 3 R 4 ) is recited which makes no 
sense given that the R variables do not appear to be bonded to each other. Note 
several lines later they are recited as forming rings "with the nitrogen atom to 
which they are bound". This discrepancy aside, the nature of said resultant rings 
are not set forth as no ring members are positively identified except for "N". Note 
In re Wiggins 179 USPQ 421 regarding such terminology. 

3. Also appearing in the list of "Ar" substituents are various carboxamides and 
sulfonamides which as recited are classes of compounds with no free valency for 
further attachment. Thus its not clear how such amides are attached to the Ar ring. 
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4. In the A/B definition it is stated that one of A or B can be absent which requires 
clarification since if Y is other than a bond or "-0-" , then there appears to be a 
dangling valence on the carbon chains present as "Y". 

5. Claim 1 1 is incomplete as recited since it does not particualarly point out 
the invention by naming species so that one reading the claims can ascertain its 
scope but rather refers to compounds in the specification which is improper. Note 
reliance on the specification to define claimed subject matter is permitted only 
under certain circumstances as discussed in Ex parte Fressola 27 USPQ 2d 1608. 

Claims 1-9,12 and 15 are rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for subject matter embraced in 
claims 10-11, does not reasonably provide enablement for scope of substituted 
derivatives permitted within the ambit of main claim 1 directed to elected subject 
matter. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention 
commensurate in scope with these claims. The generic claims permit and 
assortment of substituents on pyrrolidine and piperidine rings which include 
hydroxyl amines which in turn can be further substituted with a virtually 
nonlimiting array of hetero rings as Ar at various locations and additionally permit 
the replacement of hetero atoms for any one or two methylene groups without 
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regard to chemical stability (eg. peroxy links can be present as well as =N-0-S) 
much less feasibility as a pharmaceutical. The same applies to the scope at 
Y(A)(B) connected to piperazine "N" which also includes "Ar" scope. Compounds 
made and tested do not remotely represent such a scope as only the 3 compounds 
embraced by claim 1 1 have been assayed in a test described for showing 
neuroprotection. There is no reasonable basis for assuming that the myriad of 
compounds embraced by the broader generic claims will all share the same 
physiological properties since they are so structurally dissimilar as to be 
chemically non-equivalent and there is no basis in the prior art for assuming the 
same. Note In re Surrey 151 USPQ 724 regarding sufficiency of disclosure for a 
Markush group. Also see MPEP 2164.03 for enablement requirements in cases 
directed to structure-sensitive arts such as the pharmaceutical art. Also note the 
criteria for enablement as set out in In re Wands cited in MPEP 2 164.0 1(a), August 
2000 edition, which includes factors such as: 

1) Breadth of the claims- the claims cover compounds easily in the millions 
as pointed out above; 

2) Level of unpredictability in the art- the invention is pharmaceutical in 
nature as it involves stimulating nerve growth. It is well established that "the scope 
of enablement varies inversely with the degree of unpredictability of the factors 



Application/Control Number: 1 0/677,63 1 Page 9 

Art Unit: 1624 

involved" and physiological activity is generally considered to be unpredictable. 
See In re Fisher 166 USPQ 18. : 

3) Direction or guidance- as stated above the compounds made are not 
representative of the instant scope but are closer to each other than to remaining 
scope ; 

4) State of the prior art- The compounds are piperazine derivatives with a 
pyrrolidino- or piperidinocarbonyl attached to the piperazine ring at one end with a 
variety of substituents permitted at the other N terminus. The het rings attached to 
the carbonyl must be unsubstituted at the 1 -position. While such compounds are 
known in the art as evident from the references applied below they are similar in 
structure to the compounds made herein and are taught as synthetic precursors or 
as nootropic agents when pyrrolidine ring is oxo-substituted as discussed below but 
do not otherwise evidence the structural variations encompassed by the instant 
scope are well-known neuroprotectants in compounds having the same core; 

5) Working examples- test data has been presented but it is too 
homogeneous in terms of structural variation and there is thus no clear evaluation 
of which functional groups at various positions out of the many claimed might 
affect potency to a large or small degree. 

In view of the above considerations, this rejection is being applied. 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 
that form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-11 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Tomlinson (WO '891). The commonly assigned WO publication cited by 
applicants describes compounds within the instant scope as reactants for making 
N-substituted piperidines. See examples 39 and 40 on pages 60-61. 

Is there a US equivalent to WO' 891? PTO records do not indicate such 

exists. 

Claims 1,2,4-8,12 and 15 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Kimura (US '8 82). Kimura describes many compounds within the 
instant scope for use as nootropic agents corresponding to Q as pyrroldine with oxo 
substitution. See examples 7-17, 19,54 and many others which are taught for 
various pharmaceutical formulations including oral and parenteral as set forth in 
col.9. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claim 9 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kimura. Claim 9 requires that A and B rings be halo-substituted. Kimura also 
suggest this feature as can be seen from aryl substituents described in col.2, lines 
43-49 which includes one or more halos. 4-F is exemplified on phenyl rings as can 
be seen in examples 12, 36. Thus it would have been obvious to one skilled in the 
art at the time the instant invention was made to modify the benzyhydryl species of 
eg.8 with halos such as F and in so doing obtain additional compound for use as a 
nootropic in view of the equivalency teaching outlined above. 

Commonly assigned US '01 9 is also being made of record as it describes 
similar compounds to that found in WO' 891 for use as reactants when "N" in Q 
ring is unsubstituted. Claims are directed to final products. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Emily Bernhardt whose telephone number is 
571-272-0664. 

If attempts to reach the examiner by telephone are unsuccessful, the acting 
supervisor for AU 1624, James O. Wilson can be reached at 571-272-0661. The 
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fax phone number for the organization where this application or proceeding is 
assigned is (571)273-8300. 




Emily Bernhardt 
Primary Examiner 
Art Unit 1624 



